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Sir: 

In response to the Office Action dated October 4, 2000, please consider the following 
remarks. 

I. Non-entry of amendment to specification 

As indicated on page 2 of the Office Action, Applicants' amendment dated August 4, 
2000 relating to the specification (inserting the synthetic scheme on page 32) has not been 
entered on the basis that it is "new matter". 

In response, Applicants submit that the correct stereochemistry of the compound (42) is 
described on page 30 and a person of ordinary skill in the art would easily understand that the 
resulting product has 2-methyl as the upward configuration. 

Further, the title of Example 1 is "Synthesis of (20S) -1 a, 25-dihydroxy-2 a-methyl-3 (3 
-vitamin D 3 (72)." Such "2 a -methyl" in this compound means an upward methyl. Thus, it can 
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. , Itie starttag material (42) also has the same 
easUy be deduced that «he stereochennstry of the starting 

configuration. 

jested. 



m , lir -..~. Rejections 

„ ^MUSCUO^asunpatentableoverMiyamotoetal 
Cla^hasbeenr.ectedunde^U.S.CS ^ ble 

, *n 168) and data. 4 has been rejected under 35 U.S.C. § 
(U .S. Patent 5,877,168), an ^ 
overTrostM.Banyetaia.AmChemSocVol.lH.N 

A . n,e Examiner's Position 

• .h.. the Declaration shows better 
. i the Examiner recognizes that the ueciai 
In the Office Action at page 3, the bxanun 

• uhaOtSbutqnestionswhytheconcentrattonofeachtested 
results for the instant invention with 20(S), but q 

r,„„» requests Applicants to explain why the 
compound varies. The Exammer specifically requests 

^centrationusedisdifferenthivarioustestedcompound, 
B. Applicants' Response 

. nf concentration depending on the 
T .onseApplicantssubrnitthatthedifferentrangeofconcentr 

in response, A PP l ^ ^ & guitable 

.dtvidua.co^undisanordh^yn^tter.becanseusuayscie.i 

. dearly show the biological activity of the testea 

concen^onrangemordertoclearly ^ ^ 

Shrcethefigure.thisexperunentcouldrangehom-tol^, 
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other words, data around 0 or data around 100 are not useful for comparison, because one cannot 
conclude which compound has higher biological activity where both compounds have about 
100% activity or about 0% activity. Dr. Ishizuka selected and showed a proper range for 
comparison depending on biological activity of individual compound. In any event, Applicants 
submit that it is reasonable to conclude that a compound having the same or higher biological 
activity at lower concentration has higher biological activity. Comparison at the same 
concentration is not always required. 

Further, Applicants provide below additional data adopting higher concentrations of 
compounds (68), (71), (72) and (74). 



Compounds 


NBT Positive Cells %(Mean±SD; n=3) 




lO-'M 


10 s M 


10 y M 


10- 1U M 


10"" M 


10" 1Z M 


(65) 


95.1 ±2.8 


32.0±3.2 


1.4+0.8 


1.8+0.7 






(68) 






95.7±1.0 


57.7±5.0 


2.8±0.7 


1.7±0.3 


(3) 


1.4+0.2 


1.8±0.7 


1.3±0.5 


l.&tl.l 






(71) 






40.5±1.8 


2.0+1.0 


1.8±0.8 


1.510.8 


(4) 


95.9±1.1 


93.9±4.4 


69.4±3.9 


2.3+0.9 






(72) 






96.2±2.0 


95.7±2.3 


94.4±1.8 


3.7±0.8 


(6) 


92.7±2.9 


12.9+2.2 


1.8+0.2 


1.9±0.6 






(74) 






96.4±1.4 


16.7±1.1 


17.0±2.3 


6.411.1 



Compounds 


NBT Positive Cells %(Single assay) 




10' 7 M 


10"* M 


10" M 


10 10 M 


(68) 


99.5 


98.0 


98.3 


90.8 


(71) 


97.7 


97.5 


47.1 


22.0 


(72) 


98.6 


98.6 


97.9 


93.7 


(74) 


98.7 


97.7 


95.4 


52.1 
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The upper table data is substantially the same as that provided previously by Dr. Ishizuka, with 
some difference in detail. If the Examiner wishes, Applicants can submit a Declaration under 37 
C.F.R. §1. 132 in regard to the additional data. 

In view of the above, Applicants respectfully submit that the present invention is not 
obvious. Accordingly, withdrawal of these rejections is respectfully requested. 

III. Obviousness-type Double Patenting Provisional Rejection 

The Office Action states that the claims are provisionally rejected under the judicially 
created doctrine of obviousness-type double patenting, based on claims 3 and 4 of copending 
Application No. 09/068,219. 

A, The Examiner's Position 

The Examiner views the instant claims (to the 20S compounds) as obvious over the 
claims in co-pending Application No. 09/068,219 (to the 20R compounds). 

The Examiner states that this is a provisional obviousness-type double patenting rejection 
because the conflicting claims have not in fact been patented. 

B. Applicants' Response 

The Examiner indicated "In the instant applications applicants are claiming 20-S 
compounds whereas in 09/068,219 the compound with 20-R are claimed." This is correct. 
However, Applicants submit that the phrase "these compounds are considered obvious over the 
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other" cannot be applied to the compounds at issue, because 20-S compounds are higher 
biological effect compared to 20-R compounds as shown in Dr. Ishizuka's Declaration. 

That is, the order of biological effect is: prior art compounds « 20-R compounds « 
20-S compounds. Therefore, Applicants submit that the 20-S compounds and 20-R compounds 
are patentably distinct. 

Thus, reconsideration and withdrawal of the obviousness-type double patenting rejection 
is respectfully requested. 

In view of the above, reconsideration and allowance of this application are now believed 
to be in order, and such actions are hereby solicited. If any points remain in issue which the 
Examiner feels may be best resolved through a personal or telephone interview, the Examiner is 
kindly requested to contact the undersigned at the telephone number listed below. 

Applicants hereby petition for any extension of time which may be required to maintain 
the pendency of this case, and any required fee, except for the Issue Fee, for such extension is to 
be charged to Deposit Account No. 19-4880. 



2100 Pennsylvania Avenue, N.W. 
Washington, D.C 20037-3213 
Telephone: (202)293-7060 
Facsimile: (202)293-7860 
Date: April 4, 2001 



Respectfully submitted, 




SUGHRUE, MION, ZINN, 
MACPEAK & SEAS, PLLC 



Bruce E. Kramer 
Registration No. 33,725 
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